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DOCUMENT TYPE: Journal 
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AB The aim was to comp are the e fficacy, safety and tolerability of a fixed 
corcibination fglvb^ prepn. with those of 

glyburide or metformin alone in patients with type 2 diabetes inadequately 
controlled by sulfonylurea, diet and exercise. In this 16-wk, randomized, 
double-blind, parallel group study, 639 patients with inadequate glycemic 
control on at least half -maximal dose of sulfonylurea were randomly 
assigned to: glyburide 10 mg b.i.d. (n = 164); metformin 500 mg (n = 153); 
glyburide/metformin 2.5 mg/500 mg (n = 160); or 
glyburide/metformin 5 mg/5 00 mg (n = 162) . Titrn. was 
allowed to max. doses of 2000 mg for metformin or 10 mg/2000 mg and 20 
mg/2000 mg for glyburide/metfo rmin 2.5 m g/500 mg and^5^ 

mg/500 mg r esp. ThlTl^imary outcome measure was HbAlc level after 16 wk; 
secondary end-points included fasting and 2-h post -prandial plasma 
glucose. Adverse events (AEs) were recorded and summarized by treatment 
group. Both strengths of glyburide/metformin equally 

reduced mean HbAlc by 1.7% more than did glyburide alone (p < 0.001), and 

by 1.9% more than did metformin alone (p < 0.001) . Final mean fasting 

plasma glucose concns . were also lower in both glyburide/ 

metformin groups than in the glyburide (-2.8 mmol/1, -51.3 mg/dL; 

p < 0.001) and metformin groups (-3.6 mmol/1, -64.2 mg/dL; p < 0.001). 

Safety and tolerability were similar across all treatment groups, except 

for a higher incidence of gastrointestinal AEs in the metformin 

monotherapy group, and more patients reporting mild or moderate symptoms 

of hypoglycemia while taking glyburide/metformin. 

Both glyburide/metformin tablet strengths produced, 

with equal efficacy, significantly better glycemic control than 

monotherapy with either agent. These data also confirm that glycemic 

efficacy does not require maximal sulfonylurea doses in combination with , 

metformin. 
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AB The aim of this study was to evaluate whether simultaneous initial 

treatment of both insulin resistance and impaired .beta. -cell insulin 

secretion with glyburide/metf ormin tablets is superior 

to monotherapy with each component agent. In this randomized, 

parallel -group, placebo-controlled, multicenter study, 806 patients with 

type 2 diabetes (mean duration, 3 yr) who had failed diet and exercise 

were randomly assigned to 4 wk of therapy with placebo, glyburide 2.5 mg, 

metformin 500 mg, glyburide/metf ormin 1.25/250 mg, or 

glyburide/metformin 2.5/500 mg once daily. Doses were 

then titrated over 8 wk based on glycemic response. The primary outcome 
measure was change from baseline in mean HbAlc after 2 0 wk. Changes in 
fasting plasma glucose, lipids and body wt . were also assessed along with 
2-h postprandial glucose and insulin values after a standardized meal. At 
week 20, patients taking glyburide/metformin 1.25/250 

mg or 2.5/500 mg tablets had greater redns . in HbAlc levels (-1.48% and 
-1.53% resp.) compared with placebo (-0.21%; both p < 0.001), glyburide 
(-1.24%; p = 0.016 and p = 0.004 resp.) or metformin (-1.03%; both p < 
0.001). Fasting plasma glucose concns . were reduced more in both 
glyburide/metformin groups compared with placebo and 

metformin (p < 0.001); patients in both combination therapy groups also 
had significantly lower postprandial glucose concns . compared with 
placebo, glyburide and metformin. Initial combination treatment with 
glyburide/metformin tablets produces greater 

improvements in glycemic control than either glyburide or metformin 
monotherapy. The superiority of initial therapy with glyburide/ 
metformin tablets may arise from simultaneous treatment of both 
pathophysiol . defects of type 2 diabetes. 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
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AB Because both type 2 diabetes and elevated plasma lipid levels are 

important independent risk factors for cardiovascular disease and coronary 
heart disease, the choice of an ant i hyperglycemic agent for patients with 
type 2 diabetes-in whom abnormal plasma lipid levels are often seen-should 
take into account effects on lipids as well as on markers of glycemic 
control. This study assessed the effects on lipid levels of 
glyburide/metf ormin tablets in the treatment of type 2 
diabetes, particularly in a group of patients who had poor glycemic 
control and dyslipidemia at baseline. This 52 -wk, open- label study was an 
extension of a 32 -wk, double-blind, placebo-controlled study. The patient 
population was drawn from 3 groups: those who completed the double-blind 
study, those who were discontinued from the double-blind study, and those 
who were ineligible for the double-blind study based on predefined 
measures of glycemic control (screening fasting plasma glucose >24 0 mg/dL 
and glycosylated Hb [HbAlc] .ltoreq.12%, or HbAlc 11%-12%) and were 
directly enrolled in the open-label extension study. Patients with an 
HbAlc of <9% received glyburide/metf ormin tablets 1.25 
mg/250 mg BID; those with an HbAlc .gtoreq.9% received glyburide 
/metformin tablets 2.5 mg/500 mg BID. Changes in total 
cholesterol (TC) , low-d. lipoprotein cholesterol (LDL-C) , high-d. 
lipoprotein cholesterol (HDL-C) , and triglyceride (TG) levels were 
assessed for 52 wk. The study population included 828 patients: 515 who 
completed the double-blind study, 138 who were discontinued from the 
double-blind study, and 175 who were enrolled directly. Direct enrollees 
had poor glycemic control and dyslipidemia at baseline. Improvements in 
plasma lipid levels were seen as early as week 13. At week 52, the mean 
change in TC from baseline was -8.0 mg/dL for the total population (95% 
CI, -10.9 to -5.2; P < 0.05) and -23.2 mg/dL for direct enrollees (95% CI, 
-30.1 to -16.4; P < 0.05) . The mean decrease in LDL-C from baseline for 
the total population was 2.86 mg/dL (95% CI, -5.3 to -0.4; P < 0.05), 
compared with a redn. of 13.3 mg/dL for direct enrollees (95% CI, -18.5 to 
-8.1; P < 0.05). Mean HDL-C levels were minimally affected. Mean TG 
levels decreased by 27.8 mg/dL for the entire population (95% CI, -4.2.9 
to -12.8; P < 0.05) and by 99.7 mg/dL for direct enrollees (95% CI, -152.5 
to-46.8; P < 0.05). In this open-label extension study, treatment with 
glyburide/metformin tablets for type 2 diabetes had a 

durable, favorable effect on lipid levels, particularly in those with poor 
glycemic control and dyslipidemia at baseline. 
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AB Intensive glycemic control substantially reduces the microvascular and 
macrovascular complications of type 2 diabetes mellitus, although less 
than half of patients with diabetes achieve the target glycosylated Hb 
(HbAlc) value recommended by the American Diabetes Assocn. Because 
monotherapy with an oral agent does not address the multiple pathophysiol . 
defects of diabetes, use of combination therapy appears to be warranted. 
A previous 32 -wk, randomized, double-blind, placebo-controlled trial found 
that treatment with glyburide/metformin tablets was 

assocd. with greater redns . in HbAlc values compared with glyburide 
monotherapy, metformin monotherapy, and placebo. This study evaluated the 
durability of efficacy and long-term safety profile of therapy with 
glyburide/metformin tablets over 52 wk. Patients 

enrolled in this open-label extension study were drawn from 3 groups: 
those who completed the 32 -wk double-blind study, those who were 
discontinued from the double -blind study, and those who were ineligible 
for the double-blind study and were enrolled directly in the open-label 
extension study. Patients with an HbAlc of <9% received glyburide 
/metformin 1.25 mg/250 mg tablets BID, and those with an HbAlc 
of .gtoreq.9% received glyburide/metformin 2.5 mg/500 

mg tablets BID. Primary efficacy variables included changes from baseline 
in HbAlc, fasting plasma glucose (FPG) , and body wt . at week 52. Safety 
was assessed based on adverse-event data and the results of phys . examns . 
and lab. tests. A total of 82 8 patients were enrolled in the study: 515 
who completed the 32 -wk double-blind study, 138 who were discontinued from 
the double-blind study, and 175 who were directly enrolled. At week 52, 
the mean HbAlc value for the entire population had decreased from a 
baseline value of 8.73% to 7.04% (95% CI, -1.81 to -1.58). Patients who 
were enrolled directly had the poorest glycemic control at baseline and 
experienced the greatest redn. in HbAlc (-3.35%; 95% CI, -3.61 to -3.10). 
A redn. in mean FPG for the total population was obsd. as early as week 2, 
from 201 to 141 mg/dL (95% CI, -63.0 to -55.7). Symptoms of hypoglycemia 
occurred in 19.9% (165/828) of patients, although only one third of these 
patients had a documented finger-stick blood glucose value of .ltoreq.50 
mg/dL. In this 52 -wk, open- label extension study, glyburide/ 
metformin tablets were well tolerated and effective in patients 
with type 2 diabetes. They provided rapid and sustainable redns. in HbAlc 
values and FPG concns . 
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AB Many patients with type 2 diabetes fail to achieve or maintain the 

American Diabetes Assocn.'s recommended treatment goal of glycosylated Hb 
levels. This multicenter, double-blind trial enrolled patients with type 
2 diabetes who had inadequate glycemic control [glycosylated Hb A1C (A1C) , 
>7% and <12%) with diet and exercise alone to compare the benefits of 
initial therapy with glyburide/metformin tablets vs. 

metformin or glyburide monotherapy. Patients (n = 486) were randomized to 
receive glyburide/metformin tablets (1.25/250 mg) , 

metformin (500 mg) , or glyburide (2.5 mg) . Changes in A1C, fasting plasma 

glucose, f ructosamine , serum lipids, body wt . , and 2-h postprandial 

glucose after a standardized meal were assessed after 16 wk of treatment. 

Glyburide/metformin tablets caused a superior mean redn. 

in A1C from baseline (-2.27%) vs. metformin (-1.53%) and glyburide 

(-1.90%) monotherapy (P = 0.0003). Glyburide/metformin 

also significantly reduced fasting plasma glucose and 2-h postprandial 

glucose values compared with either monotherapy. The final mean doses of 

glyburide/metformin (3.7/735 mg) were lower than those 

of metformin (1796 mg) and glyburide (7.6 mg) . First-line treatment with 
glyburide/metformin tablets provided superior glycemic 
control over component monotherapy, allowing more patients to achieve 
American Diabetes Assocn. treatment goals with lower component doses in 
drug-naive patients with type 2 diabetes. 
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AB Oral antidiabetic combination therapy is a proven means of establishing 
glycemic control in the hyperglycemic, Type 2 diabetic patient, but 
co-administering two oral antidiabetic agents sep. may hinder compliance 
with therapy. A new single -tablet of glyburide/ 
metformin combination therapy (gluj^^ance^^rjLs^ 

Inc.) has recently been developed, which addresses the primary defects of 
Type 2 diabetes: .beta. -cell dysfunction and insulin resistance. The 
glyburide/metformin tablet 1 , taken with meals, is 

designed to optimize the absorption of glyburide and to address the 
postprandial glucose rise. Glyburide/metformin 

tablets are more effective in controlling fasting and postprandial 
glycemia than its component monotherapies, at lower doses of metformin and 
glyburide compared with monotherapy because of the synergy between its 
glyburide and metformin components. Moreover, a double-blind study showed 
that glyburide/metformin tablets are more effective 

than a free combination of glyburide co-administered with metformin in 
controlling postprandial glucose. Retrospective analyses suggested that 
glyburide/metformin tablets control glycated Hb (A1C) 

more effectively than a free combination of glyburide co-administered with 
metformin, at lower mean doses of glyburide and metformin. The incidence 
of side effects is lower than sep. component therapy for any given A1C. 
Glyburide/metformin tablets are an effective option for 

optimizing the control of blood glucose in Type 2 diabetic patients and 
appear to enhance adherence to therapy. 
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AB Objective: To compare the effects of two different formulations of 

glibenclamide (glyburide) combined with metformin on postprandial glucose 
excursions, and to assess their pharmacokinetics. The formulations were a 
combination glibenclamide/metf ormin tablet (Glucovance; 

controlled-particle-size glibenclamide and metformin) vs. glibenclamide 
(Micronase) and metformin (Glucophage) coadministered sep. Design: A 
randomized, double-blind, two-way crossover study in which patients with 
type 2 diabetes received either glibenclamide/metf ormin 2.5/500mg tablets 
or glibenclamide 2.5mg with metformin 500mg twice daily for 14 days. 
After a 2-wk washout, patients were crossed over to the other treatment 
for 14 days. Patients consumed standardized meals on the days when 
pharmacokinetic and pharmacodynamic evaluations were performed. 
Participants: Forty patients with type 2 diabetes were enrolled; 37 were 
randomized (18 men, 19 women) and 35 completed the study. Mean age was 58 
yr; mean body mass index was 31 kg/m2 . The baseline glycated Hb (HbAlc) 
was 9.3% for both treatment groups. Main outcome measure: Two-hour 
postprandial glucose excursion (PPGE) was used to assess postprandial 
glucose dynamics. Results: Treatment with glibenclamide/metf ormin 
resulted in a significantly smaller mean PPGE than was attained by 
treatment with glibenclamide plus metformin, according to measurements 
taken after the day 14 afternoon standardized meal (89.5 vs. 117.4 mg/dL, 
p = 0.011). The mean glibenclamide peak concn. (Cmax) was significantly 
greater (.apprx.16%) after glibenclamide/metf ormin treatment on both days 
1 and 14. Glibenclamide/metformin treatment was assocd. with a 2-fold 
greater area under the concn. -time curve to 3 h for glibenclamide (AUC3) 
[p < 0.001], although the AUC over the administration interval was equiv. 
for both formulations. Conclusion: In patients with type 2 diabetes, 
glibenclamide/metformin resulted in lower PPGE, suggesting that the higher 
glibenclamide AUC 3 obsd. with this formulation may contribute to better 
postprandial glycemic control than is attained by glibenclamide plus 
metformin sep. 

REFERENCE COUNT : 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 
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BACKGROUND: Type 2 diabetes mellitus is characterized by both insulin 
deficiency and insulin resistance. Effective treatment often requires 
therapy directed at both abnormalities. Patients on monotherapy might 
benefit from a combination agent such as glyburide/ 
metformin, which increases insulin secretion and reduces insulin 
resistance. METHODS: All patients taking a glyburide/ 
metformin preparation at the Carl T. Hayden VAMC were identified 
from pharmacy records . Patients with documented hemoglobin A values 
within 31 weeks prior and between 3 and 33 weeks after initiation of 
therapy (92 subjects) were examined. RESULTS: Glyburide/ 
metformin combination therapy reduced hemoglobin A levels from 
0.087 to 0.083 (P < 0.06). Significant reductions were seen in those 
patients with initial levels higher than 0.08 (0.094 to 0.087; P < 0.01). 
No significant reductions were seen in those patients with initial levels 
lower than 0.08. CONCLUSIONS: In patients on monotherapy or on dual oral 
therapy with inadequate control, changing to a glyburide/ 
metformin combination preparation may improve glucose control. 
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AB BACKGROUND: A sulfonylurea- -usually glyburide- -plus metformin constitute 
the most widely used oral antihyperglycemic combination in clinical 
practice. Both medications present undesirable cardiovascular effects. 
The issue whether the adverse effects of each of these pharmacologic 
agents may be additive and detrimental to the prognosis for coronary 
patients has not yet been specifically addressed. HYPOTHESIS: This study 
was designed to examine the survival in type 2 diabetics with proven 
coronary artery disease (CAD) receiving a combined glyburide/ 
metformin antihyperglycemic treatment over a long-term follow-up 
period. METHODS: The study sample comprised 2,275 diabetic patients, aged 
45-74 years, with proven CAD, who were screened but not included in the 
bezafibrate infarction prevention study. In addition, 9,047 nondiabetic 
patients with CAD represented a reference group. Diabetics were divided 
into four groups on the basis of their therapeutic regimen: diet alone (n 
= 990) , glyburide (n = 953) , metformin (n = 79) , and a combination of the 
latter two (n = 2 53) . RESULTS : The diabetic groups presented similar 
clinical characteristics upon recruitment. Crude mortality rate after a 
7.7-year follow-up was lower in nondiabetics (14 vs. 31.6%, p<0.001). 
Among diabetics, 720 patients died: 260 on diet (mortality 26.3%), 324 on 
glyburide (34%), 25 on metformin alone (31.6%), and 111 patients (43.9%) 
on combined treatment (p<0 . 000001) . Time-related mortality was almost 
equal for patients on metformin and on combined therapy over an 
intermediate follow-up period of 4 years (survival rates 0.80 and 0.79, 
respectively) . The group on combined treatment presented the worst 
prognosis over the long-term follow-up, with a time-related survival rate 
of 0.59 after 7 years, versus 0.68 and 0.70 for glyburide and metformin, 
respectively. After adjustment to variables for prognosis, the use of the 
combined treatment was associated with an increased hazard ratio (HR) for 
all-cause mortality of 1.53 (95% confidence interval [CI] 1.20-1.96), 
whereas glyburide and metformin alone yielded HR 1.22 (95% CI 1.02-1.45) 
and HR 1.26 (95% CI 0.81-1.96), respectively. Conclusions: We conclude 
that after a 7.7-year follow-up, monotherapy with either glyburide or 
metformin in diabetic patients with CAD yielded a similar outcome and was 
associated with a modest increase in mortality. However, time-related 
mortality was markedly increased when a combined glyburide/ 
metformin treatment was used. 
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The objective of this study was to increase combination drug prescriptions 
through the use of electronic point-of -care reminders, thereby maintaining 
quality while decreasing medication costs. The electronic medical record 
(EMR) was used to identify all patients who were potential candidates for 
one of the following 3 currently available combination drugs: 
f luticasone-salmeterol, amlodipine-benazepril , or glyburide- 
metformin. Point-of -care electronic reminders were attached to 
the medication record of the EMR for each patient, and providers were 
asked to consider using the available combination medication. Of the 
patients who had electronic reminders attached to their charts and were 
seen at the clinic during the study period, 47 of 175 were switched to a 
combination medication. A cost-savings analysis showed a total, annual 
savings of dollars 6,159.30. Point-of -care reminders are a simple and 
effective tool for quality- improvement interventions. Combination drugs 
may play an important role in controlling medication costs. 
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AB Type 2 diabetes is a common cause of morbidity and mortality that can be 
prevented or delayed with glycemic control. A sequential approach to 
treating Type 2 diabetes - initiating monotherapy and moving to 
combination therapy when monotherapy fails - is widely used and accepted. 
Sulfonylureas can undoubtedly improve glycemic control with initial 
therapy and later with the addition of other antidiabetic medications. 
Metformin is also an option as either monotherapy or combination therapy. 
Based upon the results of the UKPDS, metformin may be of benefit for 
significantly obese patients because of the lack of weight gain. In fact, 
patients may actually lose weight while on metformin. Acarbose may be an 
option for patients with elevated lipid levels. Acarbose may actually 
improve the lipid profile by reducing the ratio of LDL-to-HDL cholesterol. 
The thiazolidinediones have not been shown to have a consistent effect on 
lipid levels, and these agents cause weight gain. No studies are available 
that evaluate the effects of repaglinide on lipid levels. There is debate 
regarding initiating monotherapy or combination therapy as the first -line 
approach to treating Type 2 diabetes. The ADA continues to recommend 
sulfonylureas as appropriate monotherapy for initially treating Type 2 
diabetes. Eventually, most patients will require some form of combination 
antidiabetic therapy. Most research involves metformin complemented by a 
sulfonylurea, though other antidiabetic combinations have been used with 
success. Glyburide/metf ormin fixed combination is now 

available, which may improve patient compliance because the patient must 
remember to take only one "drug," not two separate drugs. However, 
patients are locked into specific doses, which can create problems. Use of 
two separate medications in combination affords the clinician the ability 
to change the dose of one medication at a time and observe for results. 
Glipizide-GITS, whether as monotherapy or in combination with metformin, 
is a new option in treating Type 2 diabetes. The formulation is well 
tolerated, appears to mimic natural insulin release, and is a true 
once-daily dose form as either first-line or combination therapy. It 
provides 24 -hour control, which is not only convenient but also improves 
patient compliance. Glipizide-GITS lowers fasting insulin levels more than 
glyburide and immediate-release glipizide, and long-term data show no 
weight gain on average and also the possibility that it may actually lower 
plasma lipid and triglyceride levels. If combination therapy is necessary, 
the addition of another antidiabetic drug to glipizide-GITS continues to 
lower HbA(lc) levels. Lastly, efforts to improve patient compliance, 
continuous monitoring of plasma glucose levels and HbA(lc) levels, and 
optimizing antidiabetic therapy can improve patient outcomes. 
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AB BACKGROUND: Although medication adherence is one of the most important 
aspects of the management of diabetes mellitus, low rates of adherence 
have been documented. OBJECTIVE: This study sought to examine medication 
adherence among patients with diabetes mellitus in a managed care 
organization who were receiving antidiabetic monotherapy (metformin or 
glyburide) , combination therapy (metformin and glyburide) , or fixed-dose 
combination therapy (glyburide /metformin) . METHODS: 
Medication adherence was evaluated through a retrospective database 
analysis of pharmacy claims. The adherence rate was defined as the sum of 
the days' supply of oral antidiabetic medication obtained by the patient 
during the follow-up period divided by the total number of days in the 
designated follow-up period (180 days) . Health plan members were included 
in the analysis if they had an index pharmacy claim for an oral 
antidiabetic medication between August 1 and December 31, 2000, were 
continuously enrolled in the health plan, and were aged > or =18 years. A 
6-month pre-index period was used to classify patients as newly treated or 
previously treated. Patients were grouped according to their 
medication-use patterns. RESULTS: After adjustment for potential 
confounding factors, including overall medication burden at index, there 
were no significant differences in adherence rates among 6502 newly 
treated patients receiving monotherapy, combination therapy, or fixed-dose 
combination therapy. Among the 1815 previously treated patients receiving 
glyburide or metformin monotherapy who required the addition of the 
alternative agent, resulting in combination therapy, adherence rates were 
significantly lower (54.0%; 95% CI, 0.52-0.55) than in the 105 patients 
receiving monotherapy who were switched to fixed-dose combination therapy 
(77.0%; 95% CI, 0.72-0.82). The 59 previously treated patients receiving 
combination therapy who were switched to fixed-dose combination therapy 
had a significant improvement in adherence after the switch (71.0% vs 
87.0%; P < 0.001). CONCLUSIONS: In a managed care organization, 
previously treated patients receiving monotherapy with an oral 
antidiabetic medication who required additional therapy exhibited 
significantly greater adherence when they were switched to fixed-dose 
combination therapy compared with combination therapy. Patients receiving 
combination therapy who were switched to fixed-dose combination therapy 
exhibited significantly greater adherence after the switch. 
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Combination therapy for type II diabetes or Syndrome X 
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Vitou, Philippe John Robert, Paris, FRANCE 
Randazzo, Bruce Paul, Rydal, PA, UNITED STATES 
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NUMBER 



KIND 



DATE 



US 2003018028 Al 
US 2002-163707 Al 



20030123 
20020606 (10) 



NUMBER 



DATE 



US 2001-296502P 20010607 (60) 
Utility 
APPLICATION 

Arnold S. Milowsky, 5 Giralda Farms, Madison, NJ, 07940 
23 
1 

1108 

INDEXING IS AVAILABLE FOR THIS PATENT. 

This invention provides methods of using a pharmacological combination 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



of a biguanide agents, such as metformin, and one or more PTPase 
inhibiting agents and, optionally, one or more suif onlylurea agents, 
including glyburide, glyburide, glipizide, glimepiride, 

chlorpropamide, tolbutamide, or tolazamide, for treatment in a mammal of 
Syndrome X, type II diabetes or metabolic disorders mediated by insulin 
resistance or hyperglycemia. Further included in this invention is a 
method of modulating blood glucose levels in a mammal utilizing the 
combination of one or more PTPase inhibiting agents and one or more 
sulf onlylurea agents. 
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Bierer, Donald E., Daly City, CA, United States 
Shaman Pharmaceuticals, Inc., South San Francisco, 
United States (U.S. corporation) 
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CAS 
AB 



19990720 
19971020 (8) 

1995-484424, filed on 7 Jun 
, No. US 5681958 



US 5925647 
US 1997-955320 
Division of Ser. No. US 
1995, now patented, Pat. 
Utility 
Granted 

Schenkman , Leonard 
Pennie & Edmonds LLP 
6 

1,4 

9 Drawing Figure (s); 9 Drawing Page(s) 
3932 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Novel cryptolepine analogs useful as hypoglycemic agents and methods for 



their use as hypoglycemic agents, for example, in the treatment of 
diabetes, and a method for their synthesis are described. As 
hypoglycemic agents, the novel cryptolepine analogs are useful for the 
treatment of insulin-dependent diabetes mellitus (IDDM or Type I) and 
non-insulin dependent diabetes mellitus (NIDDM or Type II) . 
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2002 : 315117 US PAT FULL 

ANTIDIABETIC FORMULATION AND METHOD 

PIPER, BETH ANNE, HOPEWELL, NJ, UNITED STATES 



NUMBER 



KIND 



DATE 
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US 2002177602 Al 20021128 

US 6586438 B2 20030701 

US 1999-432465 Al 19991103 

Utility 
APPLICATION 

STEPHEN B. DAVIS, BRISTOL-MYERS SQUIBB COMPANY, PATENT 
DEPARTMENT, P O BOX 4000, PRINCETON, NJ, 08543-4000 
76 
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10 Drawing Page(s) 
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PATENT INFORMATION: 

APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A low dose antidiabetic pharmaceutical formulation is provided, 

especially adapted for treating Type II diabetes in drug naive patients, 
which includes a combination of metformin (employed in a 
reduced amount (less than 8 00 mg metformin per day) compared 
to that employed in generally accepted medical practice) and at least 
one other antidiabetic agent such as a sulfonyl urea, for example, 
glyburide, which combination provides at least about substantially 
equivalent efficacy in treating diabetes in drug naive patients, as do 
antidiabetic formulations containing metformin employed in 
dosages prescribed in generally accepted medical practice for first line 
therapy in treating diabetes, but with substantially reduced side 
effects, such as hypoglycemia and/or gastrointestinal distress. A method 
for treating diabetes in drug naive human patients is also provided 
employing the above formulation to reduce insulin resistance and/or 
post -prandial glucose excursion and/or hemoglobin lAc, and/or increase 
post-prandial insulin, thereby treating the diabetes. 
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Salts of metformin and method 
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US 6031004 

US 1999-262526 

Continuation of Ser. 

1997 

Utility 

Granted 

Fay, Zohreh 

Rodney, Burton 

24 

1 

651 



No 



20000229 
19990304 (9) 
. US 1997-986586, 



filed on 8 Dec 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel salts of the antidiabetic agent metformin acre provided 

which are metformin salts of dibasic acids (2:1 molar ratio), 
preferably metformin (2:1) fumarate and metformin 

(2:1) succinate, which may be employed alone or in combination with 
another antihyperglycemic agent such as glyburide, for treating 
diabetes . A method for treating diabetes employing the novel 
metformin salt by itself or in combination with another 
antidiabetic agent is also provided. 
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Formulations for the prevention and treatment of 
insulin resistance and type 2 diabetes mellitus 
Richardson, Kenneth T., Anchorage, AK, UNITED STATES 
Pearson, Don C, Lakewood, WA, UNITED STATES 
ChronoRX LLC, Anchorage, AK (U.S. corporation) 



PATENT INFORMATION: 
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NUMBER 



KIND 



DATE 



US 2003077335 Al 20030424 

US 2001-33730 Al 20011102 



(10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 2000-245471P 20001103 (60) 
US 2000-245950P 20001103 (60) 
US 2000-256033P 20001213 (60) 
Utility 
APPLICATION 

TOWNSEND AND TOWNSEND AND CREW, LLP, TWO EMBARCADERO 
CENTER, EIGHTH FLOOR, SAN FRANCISCO, CA, 94111-3834 
104 
1 

4450 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compositions and dosage forms of the invention are clinically useful 

as methods for increasing the effectiveness, efficiency and safety of 
biguanides (metformin) and/or sulfonylureas in the prevention 
and treatment of insulin resistance and diabetes mellitus, alone or in 
combination, as a nutrient for humans. The carefully chosen active 
ingredients of the invention are designed in a modular fashion to 
prevent and rectify adverse events associated with insulin resistance 
syndrome and diabetes mellitus, and with the clinical use of biguanides 
(metformin) and/or the sulfonylureas. These modules are: (1) 
Mitochondrial Metabolic Group, (2) Plasma and Mitochondrial Membrane 
Integrity Group, (3) Nocturnal Group and, (4) Insulin Alternative Group. 
When used in concert with a biguanide, a sulfonylurea or with a 
combination of both, the invention will broaden the clinical usefulness 
of these drugs. The invention will retard the progression of insulin 
resistance to type 2 diabetes, and reduce the serious microvascular and 
macrovascular complications commonly associated with insulin resistance 
syndrome and diabetes mellitus. 
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ACCESSION NUMBER: 1988:156419 HCAPLUS 

DOCUMENT NUMBER: 108:156419 

TITLE: Preparation and evaluation of metformin 

hydrochloride controlled-release tablets 

AUTHOR(S): Abdallah, O. Y. ; Boraie, N. A.; Naggar, V. F. 

CORPORATE SOURCE: Fac . Pharm. , Univ. Alexandria, Alexandria, Egypt 

SOURCE: S.T.P. Pharma (1988), 4(1), 15-20 

CODEN: STPPEF; ISSN: 0758-6922 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Metf ormin-HCl tablets intended for controlled release 
were prepd. using Me cellulose, Et cellulose, 
cellulose acetate, cellulose triacetate and Eudragit RS, 

RL or S. The techniques employed were direct compression, wet granulation 
or copptn. followed by compression. The release properties of the 
resulting tablets were evaluated in 0 . IN HC1 and phosphate 
buffer (pH 6.8). The wet granulation technique could be applied 
successfully with Et cellulose, Eudragit RS and Eudragit RL. Me 
cellulose in a matrix prepd. by copptn. showed great promise as a 
retardant for release. The effect of varying the relative proportion of 
this polymer was also studied. The dissoln. properties of 4 com. regular 
tablets and a sustained-release tablet were also detd. 
The release patterns were examd. from the standpoint of a 
diffusion-controlled process and that of lst-order kinetics process. 
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Method of treating metabolic disorders especially 
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NUMBER 
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KIND 



DATE 



Bl 
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(9) 



NUMBER 



DATE 



US 2000-304196P 20000407 (60) 
US 2000-240918P 20000309 (60) 
US 1999-242911P 19990917 (60) 
Utility 
GRANTED 

Weddington, Kevin E. 
Thallemer, John D. 
11 
1 

0 Drawing Figure (s); 0 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB The invention relates to a combination, 

or pharmaceutical composition, respectively, which comprises nateglinide 

(I) ##STR1## 



PRIORITY INFORMATION: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



such as a combined preparation 



or repaglinide and at least one other antidiabetic compound selected 
from the group consisting of thiazolidinedione derivatives (glitazones) , 
sulfonyl urea derivatives and metformin for simultaneous, 
separate or sequential use in the prevention, delay of progression or 
treatment of diseases, especially metabolic disorders and in particular 
type 2 diabetes and diseases and conditions associated with diabetes; to 
a composition, respectively, which comprises nateglinide and a 
pharmaceutically acceptable carrier and to a process of making such 
composition; the use of such combination or composition for the 
preparation of a medicament for the prevention, delay of progression or 
treatment of metabolic disorders; a method of prevention, delay of 
progression or treatment of diseases in warm-blooded animals; the use of 
such combination or composition for the cosmetic treatment of a mammal 
in order to effect a cosmetically beneficial loss of body weight; and to 
a method of improving the bodily appearance of a warm-blooded animal . 
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2000 : 636165 HCAPLUS 
133 :227811 

Directly compressed metformin hydrochloride 
tablets 

Kumar, Vijai 

Pharmalogix, Inc., USA 

U.S. , 9 pp. 

CODEN: USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 6117451 A 20000912 US 1998-139361 19980825 

PRIORITY APPLN. INFO.: US 1998-139361 19980825 

AB Metformin Hydrochloride (herein referred to as metformin 

HCl) that may be 98.5%-100% pure is a high dose drug capable of being 
directly compressed with specific excipients into tablets having 
desired hardness, disintegrating ability, and acceptable dissoln. 
characteristics. Metformin HCl is not inherently compressible 
and thus presents formulation problems . Excipients used in the 
formulation enhance the flow and compaction properties of the drug and 
tableting mix. Optimal flow contributes to uniform die fill and wt. 
control. The binder used ensures sufficient cohesive properties that 
allow metformin HCl to be compressed using the direct 
compression method. The tablets produced provide an acceptable 
in-vitro dissoln. profile. A directly compressed tablet 
contained metformin HCl 50 0, microcryst. cellulose 
36.85, hydroxypropyl Me cellulose 77.9, Povidone 26.8, colloidal 
silica 3.25, and Mg stearate 5.2 mg. 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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metformin hydrochloride 
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Patent 

Japanese 
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JP 2002326927 A2 20021115 JP 2001-136873 20010508 

PRIORITY APPLN. INFO.: JP 2001-136873 20010508 

AB The title tablets comprise (1) 85-97.5 % metformin 

hydrochloride (I) and (2) 2-10 % hydroxypropyl cellulose which 
shows 2-10 mPas viscosity as a 2 % aq. soln. at 20. degree.. The 
tablets release .gtoreq. 85 % I in 15 min when tested according to 
Japanese Pharmacopeia XIII dissoln. test method. For example, a 
tablet contained I 250, hydroxypropyl cellulose (HPC 
SSL) 17.3, talc 1.35, and Mg stearate 1.35 mg. 
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20011101 (10) 
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US 6495162 B2 
US 2001-16556 Al 
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Jun 2 000, PENDING 
Utility 
APPLICATION 

Martin P. Endres, Esq., 

Avenue of the Americas, New York, NY, 10036 
30 
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8 Drawing Page(s) 
609 

INDEXING IS AVAILABLE FOR THIS PATENT. 

A controlled release antihyperglycemic tablet that does not 
contain an expanding polymer and comprising a core containing the 
antihyperglycemic drug, a semipermeable membrane coating the 
core and at least one passageway in the membrane. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A controlled release antihyperglycemic tablet that does not 

contain an expanding polymer and comprising a core containing the 
antihyperglycemic drug, a semipermeable membrane coating the 
core and at least one passageway in the membrane. 
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134 :371803 

Antidiabetic compositions containing thiazolidinedione 
derivatives and metformin 

Lewis, Karen; Lillott, Nicola Jayne; Mackenzie, Donald 
Colin 

Smithkline Beecham P.L.C., UK 
PCT Int. Appl., 10 pp. 



CODEN 
Patent 
English 
1 



PIXXD2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2000-GB4363 



20001116 



WO 2001035940 A2 20010525 

WO 2001035940 A3 20020321 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ, EE, ES , FI , GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ , PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ , VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ , SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
A2 20020821 EP 2000-976151 20001116 

R: AT, BE, CH, DE , DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 

T2 20030415 JP 2001-537933 20001116 

GB 1999-27121 A 19991116 
GB 2000-13238 A 20000531 
WO 2000-GB4363 W 20001116 
A pharmaceutical compn. comprises a thiazolidinedione, metformin 
.cntdot.HCl, and a pharmaceutically acceptable carrier, wherein the 
thiazolidinedione is formulated upon the surface of the metformin 
.cntdot.HCl. A tablet was formulated contg. metformin 
.cntdot.HCl 500, PVP 15, and Mg stearate 5 mg. A film coated 
tablet contained the above tablet 520, Opadry 
barrier coat 5.20, Opadry coating suspension contg. 
5- [ [4- [2- (methyl - 2 -pyridinylamino) ethoxy] phenyl] methyl] -2,4- 
thiazolidinedione (I) 15.90 (equiv. to 4 mg I) , and Opadry I 
seal coat 10.80 mg. 



EP 1231917 



JP 2003514011 
PRIORITY APPLN. INFO 



AB 
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Metformin formulations and method for 

treating intermittent claudication employing same 
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Patent 
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PRIORITY APPLN. INFO.: US 1998-67565 19980428 

AB Novel metformin formulations are provided which include 

metformin or metformin salts preferably the 

hydrochloride salt in doses below that employed for treating diabetes such 

as metformin in daily amts. of 400 mg or below. A method for 

treating peripheral vascular disease including intermittent claudication 

employing such metformin formulations is also provided. A 

tablet contained metformin . cntdot . HC1 50, microcryst. 

cellulose 8, Na croscarmellose 4.5, Povidone 1.5, and Mg 

stearate 0.8 mg. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 
TITLE: 
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DOCUMENT TYPE: 
LANGUAGE : 
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1998 : 628926 HCAPLUS 
130:57084 

Improvement of quality of metformin 

hydrochloride tablets by superdisintegrants 

Wang, Xueliang; Fang, Xiaoling; Yang, Min; Zhang, Jin 

Shanghai Sifu Pharmaceutical Company, Shanghai, 

201106, Peop. Rep. China 

Zhongguo Yaoxue Zazhi (Beijing) (1998), 33(7), 434-435 

CODEN: ZYZAEU; ISSN: 1001-2494 

Zhongguo Yaoxuehui 

Journal 

Chinese 



AB The improvement of quality of metformin hydrochloride 

tablets in different formulations was studied. Six formulations 
of metformin hydrochloride tablets were designed and 
prepd. with microcryst. cellulose, L-HPC and three 

superdisintegrants (crosslinking PVP, crosslinking CMC-Na, CMS-Na) resp. 
The disintegration time, dissoln. rate, hardness (crushing strength) of 
tablets, and the granules properties were detd. and compared. The 
hardness of the 6 formulations were all greater than 8 kg. The 
disintegration time of the tablets contg. cross- linking PVP and 
crosslinking CMC-Na resp. were shorter than 3 min with dissoln. within 5 
min. 95% Of drugs released from formulations contg. L-HPC and microcryst. 
cellulose within 10 min. The quality of metformin 
hydrochloride tablets might be significantly improved by using 
4% of superdisintegrants, such as crosslinking PVP, crosslinking CMC-Na, 
L-HPC and CMS-Na. 
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AB Controlled-release metformin tablets were prepd. using 

a combination of nonionic and anionic hydrophilic polymers, wherein the 
total hydrophilic polymer concn. is at least about 16% by wt . of the 
compn. Tablets were prepd. contg. nietf ormin-HCl 68.0, 
Na CM-cellulose'4.0, HPMC 12.0, binder 1.6, diluent 13.2, 
lubricant 0.6, and glidant 0.6 % wt./wt. 
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The present invention relates to a tablet comprising a 
combination of metformin and glibenclamide in which the size of 
the glibenclamide is such that at most 10 % of the particles are less than 
2 .mu.m and at most 10% of the particles are greater than 60 .mu.m. The 
selection of a specific size fraction of glibenclamide enables the prodn. 
of a combination tablet exhibiting comparable glibenclamide 
bioavailability to the co-administered tablets, when judged by 
the AUC in vivo anal. PVP 66.6 g, metformin . cntdot .HC1 1500 g, 
glibenclamide (10-90 % size range 2-60 .mu.m) 7.5 g, 
croscarmellose Na 42 g, microcryst . cellulose 284.4 g, 

and water 246 g were mixed and granulated. The granules were extruded 
through a 1 mm mesh and further mixed with microcryst. cellulose 
and Mg stearate. The granule mix was compressed to tablets, 
which were coated with a 2 % hydroxypropyl Me cellulose. 
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AB Controlled-release metformin tablets were prepd. using 

a combination of nonionic and anionic hydrophilic polymers, wherein the 
total hydrophilic polymer concn. is at least about 16% by wt . of the 
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The present invention relates to a tablet comprising a 
combination of metformin and glibenclamide in which the size of 
the glibenclamide is such that at most 10 % of the particles are less than 
2 .mu.m and at most 10% of the particles are greater than 60 .mu.m. The 
selection of a specific size fraction of glibenclamide enables the prodn. 
of a combination tablet exhibiting comparable glibenclamide 
bioavailability to the co-administered tablets, when judged by 
the AUC in vivo anal. PVP 66.6 g, metformin . cntdot . HCl 15 00 g, 
glibenclamide (10-90 % size range 2-60 .mu.m) 7.5 g, 
croscarmellose Na 42 g, microcryst. cellulose 284.4 g, 

and water 24 6 g were mixed and granulated. The granules were extruded 
through a 1 mm mesh and further mixed with microcryst. cellulose 
and Mg stearate. The granule mix was compressed to tablets, 
which were coated with a 2 % hydroxypropyl Me cellulose. 
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AB The present invention is directed to a liquid formulation of 

metformin or its pharmaceutically acceptable salts thereof. The 
liquid pharmaceutical composition comprises a therapeutically effective 
amount of metformin or its pharmaceutically acceptable salt, 
in a liquid carrier, which may also include a sweetener that does not 
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antihyperglycemic drug and a hypoglycemic drug that does not contain an 
expanding or gelling polymer layer and comprising a core containing the 
antihyperglycemic drug and the hypoglycemic drug, a semipermeable 
coating membrane surrounding the core and at least one 
passageway in the membrane to allow the drugs to be released from the 



core . 
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The present invention relates to an extended release pharmaceutical compn. 

contg. metformin and a rate controlling polymer and a process 

for its prepn. are described. The compn. has a water content of 3.2-10.0% 

by wt. and improved hardness and friability. For example, tablets 

with water content of 2.8% were prepd. by conventional dry granulation 

technique from a blend of metformin hydrochloride 500.0 mg, 

sodium CM-cellulose 36.0 mg, microcryst. cellulose 

60.0 mg, hydroxypropyl Me cellulose 398.0 mg, magnesium stearate 

6 mg, and water as needed. Hardness of the tablets obtained was 

16.9 Kp and friability was 0.43% by wt. Release of metformin 

hydrochloride from tablets after lh, 4 h, 8 h, and 12 h was 

27.1%, 58.7%, 84.9%, and 97.8%, resp. 
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AB A controlled release formulation of lipoic acid is administered to a 
patient resulting in reduced serum glucose levels. The formulation 
comprises a pharmaceutically acceptable carrier and is designed to 
prevent degradation of the lipoic acid in the gastrointestinal tract and 
to release the lipoic acid in a controlled manner thereby obtaining a 
desired lipoic acid serum level over an extended period resulting in 
reduced serum glucose levels over that period. 
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AB Drugs are formulated as unit oral dosage forms by incorporating them 

into polymeric matrices comprised of hydrophilic polymers that swell 
upon imbibition of water to a size that is large enough to promote 
retention of the dosage form in the stomach during the fed mode. The 
oral formulation is designed for gastric retention and controlled 
delivery of an incorporated drug into the gastric cavity, and thus 
administered, the drug is released from the matrix into the gastric 
fluid by solution diffusion. The swollen polymeric matrix, having 
achieved sufficient size, remains in the gastric cavity for several 
hours if administered while the patient is in the fed mode, and remains 
intact long enough for substantially all of the drug to be released 
before substantial dissolution of the matrix occurs. The swelling matrix 
lowers the accessibility of the gastric fluid to the drug and thereby 
reduces the drug release rate. This process, together with diffusion 
retardation by selection of specific polymers, polymer molecular 



weights, and other variables, results in a sustained and controlled 
delivery rate of the drug to the gastric cavity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Drugs are formulated as unit oral dosage forms by incorporating them 

into polymeric matrices comprised of hydrophilic polymers that swell 
upon imbibition of water to a size that is large enough to promote 
retention of the dosage form in the stomach during the fed mode. The 
oral formulation is designed for gastric retention and controlled 
delivery of an incorporated drug into the gastric cavity, and thus 
administered, the drug is released from the matrix into the gastric 
fluid by solution diffusion. The swollen polymeric matrix, having 
achieved sufficient size, remains in the gastric cavity for several 
hours if administered while the patient is in the fed mode, and remains 
intact long enough for substantially all of the drug to be released 
before substantial dissolution of the matrix occurs. The swelling matrix 
lowers the accessibility of the gastric fluid to the drug and thereby 
reduces the drug release rate. This process, together with diffusion 
retardation by selection of specific polymers, polymer molecular 
weights, and other variables, results in a sustained and controlled 
delivery rate of the drug to the gastric cavity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Drugs are formulated as unit oral dosage forms by incorporating them 

into polymeric matrices comprised of hydrophilic polymers that swell 
upon imbibition of water to a size that is large enough to promote 
retention of the dosage form in the stomach during the fed mode. The 
oral formulation is designed for gastric retention and controlled 
delivery of an incorporated drug into the gastric cavity, and thus 
administered, the drug is released from the matrix into the gastric 
fluid by solution diffusion. The swollen polymeric matrix, having 
achieved sufficient size, remains in the gastric cavity for several 
hours if administered while the patient is in the fed mode, and remains 
intact long enough for substantially all of the drug to be released 
before substantial dissolution of the matrix occurs. The swelling matrix 
lowers the accessibility of the gastric fluid to the drug and thereby 
reduces the drug release rate. This process, together with diffusion 
retardation by selection of specific polymers, polymer molecular 
weights, and other variables, results in a sustained and controlled 
delivery rate of the drug to the gastric cavity. 
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formulated using the in vitro drug release profile obtained with USP 
Disintegration 1 test equipment rather the USP Dissolution Apparatus. The 
invention is premised on the discovery that the USP Disintegration Test 
and modified versions thereof are far more predictive of the in vivo 
release profile for a controlled release dosage form than is the 
standard USP Dissolution Test, particularly controlled release dosage 
forms of the swellable, erodible type. The dosage forms generally 
comprise particles of a biocompatible, hydrophilic polymer having the 
active agent incorporated therein, wherein the particles are optionally 
but preferably compacted into a tablet or loaded into a 



; capsule. The dosage forms can be used to deliver water- insoluble 

or sparingly soluble drugs as well as water-soluble drugs, providing 
that the latter are coated with a protective coating or 
contained in a protective vesicle. 
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The project is concerned mainly with the evaluation of 2 cellulose 
ether contg. excipients, Aquacoat WG and Avicel 955 MCC for the improved 
extrusion-spheronization of metformin-HCl . Factorially designed 
expts. subject to statistical analyses were employed and products obtained 
were evaluated by sieve, packing d. and image anal., SEM and dissoln. 
testing at pH 6.cntdot.8. Aquacoat WG did not improve the ease of 
spheronization of drug mixes contg. microcryst. cellulose wetted 
with the optimum level of water. However, Avicel 955 MCC, a new exptl. 
excipient contg. 95% microcryst. cellulose and 5% Me 
cellulose, did aid ease of spheronization facilitating acceptable 
yield of good spheres with high drug loadings (70%) . Avicel 955 
MCC-contg. drug mixes were more tolerant to minor alterations in level of 
hydration and yielded spheres which showed a small retardation of drug 
release despite the very high soly. of metformin-HCl. 
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AB The present invention relates to a solid oral dosage form comprising a 

combination of metformin and glibenclamide in which the size 
of glibenclamide is such that the glibenclamide bioavailability is 
comparable to the glibenclamide bioavailability obtained with a separate 
administration of metformin and glibenclamide. 
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AB An extended- release matrix formulation capable of being directly 

compressed into tablets comprises metf ormin-HCl 

blended with specific excipients. The excipients used in the formulation 
enhance the flow and compaction properties of the drug and insure that the 
formulation is directly compressible into a tablet contg. 
100-800 mg, preferably 250-750 mg, of metf ormin-HCl in unit 
dosage form. Each tablet produced by direct compression of the 
formulation has the desired hardness and dissoln. characteristics such 
that the drug is released in the body of the subject over an extended 
period of time. Tablets were prepd. from metformin 
-HC1 750.00, lactose 161.55, hydroxypropyl cellulose 463.50, 
hydroxyethyl cellulose 154.50, colloidal silicon dioxide 7.73, 
and Mg stearate 7.72 mg. 
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In the present work metformin hydrocloride 850 mg 
tablets, from two different labs. A and B (three batches of each 
lab.), were evaluated using phys . and physicochem. expts . according to 
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British Pharmacopea (1993) . The drug was assayed using UV 
spectrophotometry at 233 nm. The results showed that two batches from 
lab. B were not according to the specification because they presented 
irregular hardness 2.57 .+-. 0.98 and 2.89 .+-. 0.62 kgf, under minimal 
values of Farmacopeia Brasileira 4. ed. (Parte I), which is 3 kgf . All 
the batches from lab. A, which had film coating, showed 

irregular hardness (22.99 .+-. 1.49, 8.64 .+-. 0.99 and 19.02 .+-. 2.36). 
The products A and B developed different dissoln. profiles, resulting in 
order 1 kinetic. The dissoln. rate from the product A was the lowest, 
presenting dissoln. rate const. (Kd = 0.0518 min-1) , dissoln. half-life 
(Td50 = 6.93 min) , dissoln. efficiency (DE = 74,75%) and correlation 
coeff. (r = 0.9885), while the product B showed Kd = 0.0703; Td50 = 4.47 
min; DE = 80,46% and r = 0.9986. Thermoanalitical tests TG/DTG and DSC 
demonstrated that the products suffered thermal decompn. in different 
temps., which can be attributed to the excipients which are distinct in 
the formulations. 
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AB A controlled release formulation of lipoic acid is disclosed. The lipoic 

acid is combined with excipient materials in such a way that those 
materials provide for gradual release of the lipoic acid in a manner 
which makes it possible to substantially increase the period of time 
over which therapeutic levels of lipoic acid are maintained relative to 
a quick release formulation. These features make it possible to use 
lipoic acid to reduce serum glucose levels and maintain those levels 
over time thereby obtaining a range of desired therapeutic results. 
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AB The invention relates to a tablet for extended release of a drug 

in the stomach, comprising granules of the drug in a hydrophilic matrix, 
the granules being coated with a coating comprising a source of 
a carbon dioxide and the coating granules being blended with an 
agent inducing the release of carbon dioxide and tabletting aids. 
Granules were formulated contg. metformin. cntdot .HC1 62.42, 
Methocel K100M 15.9, and PVP K30 4.6 % and the granules were sprayed with 
PVP K30 1.6 and NaHC03 12 % and mixed with citric acid 2.1 and Mg stearate 
1.22 % for compression to give a tablet contg. metformin 
. cntdot. HC1 500 mg/each. 
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AB The present invention relates to a process for preparing tablet 

dosage forms of poorly-compressible pharmaceutical agents and to 
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tablet dosage forms prepared according to the inventive process. 
The inventive process is especially useful for preparing tablets 
of the poorly-compressible drug metformin HC1. 
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AB Tablets for oral administration comprising metformin 

hydrochloride and methylcellulose . 
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AB Metformin is formulated with a hydrocolloid- forming substance 
(e.g. a gum, cellulose deriv., or synthetic polymer) as 

release-controlling agent with a residual moisture content of 0.5-3 wt.%. 
These formulations can be compressed into tablets or pellets 
without use of org. solvents, and can be prepd. with a high 



metformin content. Thus, tablet cores were prepd. each 

contg. metformin-HCl 850.00, hydroxypropylmethylcellulose 60.00, 

PVP 38.00, and Mg stearate 5.00 mg, and coated with a mixt . of 

hydroxypropylmethylcellulose 20.00, ethylcellulose 12.00, Macrogol 4.00, 

and Ti02 4 . 00 mg. 
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L-ascorbic acid, L-ascorbic acid derivatives and salts thereof can 
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reduce lactic acid levels in blood, and are useful for treating lactic 
acidosis and the like caused by administration of amoxapine, 
theophylline, metformin, phenformin, buformin, nalidixic acid, 
hopantenic acid, azidothymidine, dideoxycytidine, high caloric 
transfusion, propylene glycol, ethylene glycol, xylitol, lactose, 
sorbitol or the like. 
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WO 2001-US48306 W 20011030 
AB A compn. and methods thereof for treating patients having 

non- insulin-dependent diabetes mellitus (NIDDM) by administering a 
controlled release oral solid dosage form contg. preferably a biguanide 
drug such as metformin, on a once-a-day basis. The dosage form 
provides a mean time to max. plasma concn. (Tmax) of the drug which occurs 
at 5.5 to 7.5 h after oral administration on a one-a-day basis to human 
patients. Preferably, the dose of drug is administered at dinner time to 
a patient in the fed state. A tablet core was formulated contg. 
metformin. cntdot.HCl 500, Povidone 36, Na lauryl sulfate 25.8, and 
Mg stearate 2.8 mg/ tablet was coated to have a sustained-release 
coating contg. cellulose acetate 21.5, triacetin 1.3, 
and PEG-400 2.5 mg/tablet. The coated tablets were 
laser drilled two holes. 
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Intragastric floating sustained release tablets of 
metformin hydrochloride were prepd. utilizing the technique of wet 
granulation followed by compression into tablets. The 
tablets possessed superior floating property and could hold 
consistent drug release rate within over 8 h. The floating lag time 
decreased with increase in the hydroxypropyl Me cellulose 
content in the tablet. The relation between the tablet 
d. and the mass fraction of octadecyl ale. can be correlated. The in 
vitro release results indicated that the drug release was attributed to 
dual function of diffusion and matrix dissoln. and the kinetics was found 
to follow the Higuchi equation. 
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Pharmaceutical compn. comprise metformin or. its pharmaceutical ly 
acceptable salts and acids and a 4-oxo-butanoic acid deriv., in 
combination with one or more excipients. The compns . are particularly- 
useful for the treatment of the noninsulino-dependent diabetes. A 
tablet contained metformin 7.7, microcryst. 
cellulose 76.7, lactose powder 4.6, hydroxy pr cellulose 
1.8, sodium croscarmellose 1.8, colloidal silica (Aerosil) 0.3, 
and magnesium stearate 0.9%. 
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AB Metformin is formulated as a pharmaceutical composition that 

also includes a 5-hydroxytryptamine-3 receptor antagonist to suppress 
the gastrointestinal side effects that are associated with 
metformin administration in many patients. 
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Orally administrable pharmaceutical compns . in the form of tablets 
, comprising glibenclamide and metformin, or pharmaceutically 
acceptable salts thereof, as active ingredients, maintained sep. from one 
another within the same compn., are described for the treatment of type-II 
diabetes mellitus. 
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AB A controlled release tablet contg. antihyperglycemic drug (that 

decreases hepatic glucose prodn.) and a hypoglycemic drug (that stimulates 

the release of insulin from the pancreas) , that does not contain an 

expanding or gelling polymer layer, comprises a core of both the drugs, a 

semipermeable coating membrane surrounding the core and at least 

one passageway in the membrane to allow the drugs to be released from the 

core. A controlled release tablet contg. 500 mg 

metformin-HCl and 5 mg glipizide and having the following 

formulation was prepd. : metformin-HCl 87.77, glipizide 0.88, 

Povidone 6.31, sodium lauryl sulfate 4.54, and Mg stearate 0.50%. The 

granules contg. the above formulation were compressed into tablets 

and coated with cellulose acetate 85, triacetin 5, and PEG 10%. 
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Unit dosage form tablets for the delivery of pharmaceuticals are 
formed of the pharmaceutical dispersed in a solid unitary matrix that is 
formed of a combination of PEG and hydroxypropyl Me cellulose. 
The combination offers unique benefits in terms of release rate control 
and reproducibility while allowing both swelling of the tablet 
to effect gastric retention and gradual disintegration of the 
tablet to clear the tablet from the gastrointestinal 
tract after release of the drug has occurred. Thus, tablets 
contained gabapentin 60.0,, PEG 24.3, HPMC 14.7, and Mg stearate 1.0%. 
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AB The present invention relates to a process for prepg. tablet 

dosage forms of poorly-compressible pharmaceuticals and to tablet 
dosage forms. The process is esp. useful for prepg. tablets of 
the poorly-compressible drug metf ormin-HCl . Thus, 
tablets contained metf ormin-HCl 500, HPMC 32 0, stearyl 
ale. 200, and Mg stearate mg/unit. 
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US 1998-44446 A 19980319 
WO 1999-US5233 W 19990310 
A biphasic controlled-release delivery system for pharmaceuticals which 
have high water soly., such as the antidiabetic metformin-HCl , 
is provided which provides a dosage form that has prolonged gastric 
residence and includes (1) an inner solid particulate phase formed of 
substantially uniform granules contg. a pharmaceutical having a high water 
soly. and .gtoreq.l hydrophilic polymer, .gtoreq.l hydrophobic polymer, 
and/or .gtoreq.l hydrophobic material such as waxes, fatty ales., and/or 
fatty acid esters, and (2) an outer solid continuous phase in which the 
granules of the inner solid particulate phase are embedded and dispersed. 
The outer solid continuous phase includes .gtoreq.l hydrophilic polymer, 
.gtoreq.l hydrophobic polymer, and/or .gtoreq.l hydrophobic material such 
as waxes, fatty ales., and/or fatty acid esters, which may be compressed 
into tablets or filled into capsules. Methods for 

forming the biphasic controlled release delivery system and using it for 

treating diabetes are also provided. Thus, 500 g metformin-HCl 

was granulated with a dispersion of 25 g ethylcellulose in 100 mL 95% 

EtOH, dried, sieved, blended with hydroxypropylme thy 1 cellulose 22 08 USP 

351.5, hydroxypropylmethylcellulose 2910 USP 10, microcryst. 

cellulose 100.5 g, and 1% Mg stearate, and compressed into 

biphasic tablets each contg. 500 mg metformin-HCl. 

The percentage of metformin-HCl released from these 

tablets during in vitro testing was 38.1% after 1 h and 79.7% 

after 4 h. 
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The present invention relates to an oral pharmaceutical compn. comprising, 
as active ingredients, metformin, optionally in the form of one 
of its pharmaceutical^ acceptable salts, and a 5-phenoxyalkyl-2 , 4- 
thiazolidinedione-type deriv. (I) for treatment of non- insulin-dependent 
diabetes. The wt. ratio of metformin or its salt to the compd. 
I, e.g., 5- [2- (4-cyanophenoxy) ethyl] thiazolidine-2 , 4-dione (CRE 16336), 
varies from 1:1 to 40:1. For example, a tablet was prepd. 
contg. metformin 850 mg, CRE 16336 50 mg, lactose 99 mg, 
hydroxypropyl cellulose 3 5 mg, sodium croscarmellose 
55 mg, and magnesium stearate 11 mg. The metformin and CRE 
1633 6 combination brings about normalization of the glycemia at doses 



where, given sep. 
hyperglycemia . 
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diabetes contains a combination of metformin (at <800 mg/day) 
and at least 1 other antidiabetic agent such as a sulfonylurea. This 
combination provides at least about substantially equiv. efficacy in 
treating diabetes as do antidiabetic formulations contg. metformin 
employed in dosages prescribed in generally accepted medical practice for 
first line therapy in treating diabetes, but with substantially reduced 
side effects, such as hypoglycemia and/or gastrointestinal distress. A 
method for treating diabetes in drug naive human patients is also provided 
employing the above formulation to reduce insulin resistance and/or 
post-prandial glucose excursion and/or Hb lAc, and/or increase 
post-prandial insulin, thereby treating the diabetes. Thus, 
tablets contained metformin-HCl 250.0, glyburide 1.25, 
croscarmellose sodium 7.00, Povidone 10.00, microcryst. 
cellulose 28.25, Mg stearate 2.25, and HPMC film-coating 
6 mg. The effectiveness of this combination drug in producing 
hypoglycemia was demonstrated clin. 
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AB A biphasic controlled release delivery system for pharmaceuticals which 
have high water soly. , such as the antidiabetic, metformin-HCl, 
provides a dosage form that has prolonged gastric residence so that a 
dosing regimen of at least one gram metformin, once daily, may 
be achieved while providing effective control of plasma glucose. The 
delivery system includes (1) an inner solid particulate phase formed of 
substantially uniform granules contg. a pharmaceutical having a high water 
soly., and 1 or more hydrophilic polymers, 1 or more hydrophobic polymers 
and/or one or more hydrophobic materials such as 1 or more waxes, fatty 
ales, and/or fatty acid esters, and (2) an outer solid continuous phase in 
which the above granules of inner solid particulate phase are embedded and 
dispersed throughout, the outer solid continuous phase including 
hydrophilic polymers, hydrophobic polymers and/or hydrophobic materials 
such as waxes, fatty ales, and/or fatty acid esters, which may be 
compressed into tablets or filled into capsules. 

Methods for forming the so-described biphasic controlled release delivery 
system and using such biphasic controlled release delivery system for 
treating diabetes are also provided. Et cellulose N10 NF (25 g) 
was dissolved/dispersed in 100 mL ETOH. This dispersion was gradually 
added to 500 g metformin-HCl in a planetary mixer to produce a 
uniform damp granulation. The granulation was dried at 55. degree, for 
and passed through a 0.8-mm aperture screen to break down agglomerates. 
The metformin-Et cellulose granules (541 g) were 
blended with 351.5 g hydroxypropyl Me cellulose 2208 USP 
(100,000 cps grade), 10 g hydroxypropyl Me cellulose 2910 USP, 
and 100.5 g microcryst. cellulose in a planetary mixer for 10 
min. Finally this mix was lubricated with 1% MG stearate and compressed 
into capsule- shaped tablets, each contg. 500 mg 



1 h 



metf ormin-HCl . 
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AB Unit dosage form tablets for the delivery of pharmaceuticals 

are formed of the pharmaceutical dispersed in a solid unitary matrix 
that is formed of a combination of poly (ethylene oxide) and 
hydroxypropyl methylcellulose . The combination offers unique benefits in 
terms of release rate control and reproducibility while allowing both 
swelling of the tablet to effect gastric retention and gradual 
disintegration of the tablet to clear the tablet 

from the gastrointestinal tract after release of the drug has occurred. 
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AB A pharmaceutical composition comprising: (i) metformin, 

optionally in the form one of its pharmaceutically acceptable salts; 
(ii) a fibrate selected from fenofibrate and bezafibrate; and optionally 
one or more pharmaceutically acceptable excipients, is suitable for use 
in the treatment of non- insulin-dependent diabetes. 
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AB An oral liq. compn. useful for treating hyperglycemia and diabetes 
comprises a therapeutically effective amt . of metformin or its 
pharmaceutically acceptable salt in a liq. carrier, i.e., water. The 
compn. further comprises a sweetener that does not increase the blood 
glucose level of a subject after ingestion, alkyl hydroxyethyl 
cellulose, a polyhydroxy ale, and a mineral acid and a 

bicarbonate salt to maintain a pH of 4.0-9.0. The compn. addnl . comprises 
an antihyperglycemic agent, e.g., glyburide or glipizide. For example, to 
60 L of purified water, heated to 40. degree., a mixt . of 1.9 kg of 
polyethylene glycol and 142.5 g hydroxyethyl cellulose (Natrosol 
250 HX) was added. Then metf ormin-HCl (19 kg), followed by 
1.188 kg calcium saccharin, 114 g citric acid, 211.28 g potassium 
benzoate, and addnl. polyethylene glycol (9.5 kg) were slowly added to the 
mixt., while maintaining the temp, of 40. degree.. A 70% soln. of sorbitol 
(in water) (76 kg) was pumped slowly to the tank maintained at 40. degree., 
and addnl. polyethylene glycol (21.85 kg) and cherry flavor (190 g) were 



added to the tank and mixed. The contents of the tank were cooled to 

30. degree., and addnl . water was added until the vol. was 190 L to obtain 

a metformin-HCl liq. formulation. The liq. formulation of the 

present invention contg. metformin or its pharmaceutically 

acceptable salt has several advantages over a solid formulation. Unlike 

the solid formulation, the liq. formulation can be administered to 

children and adults who have difficulty swallowing large size 

tablets. Thus, the liq. formulation facilitates patient 

compliance. Moreover, the liq. formulation showed to be safer and 

potentially exhibits less adverse effects than if the metformin 

or its salts were in a different formulation. 
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AB A method is provided for first line treatment of type 2 diabetes employing 
a combination of metformin and glyburide. A method for treating 
diabetes in drug naive human patients is also provided employing the above 
formulation to reduce insulin resistance and/or post-prandial glucose 
excursion and/or Hb Ale, and/or increase post-prandial insulin, thereby 
treating the diabetes. Hydroxypropylmethylcellulose film-coated 
tablets of metformin HC1 and glyburide were prepd. and 

tested in drug naive patients with type 2 diabetes mellitus who have had 
inadequate glycemic control with diet and exercise. A low dose 
metformin-glyburide (250 mg/1.25 mg) formulation achieved glycemic 
control at least essentially equiv. to a high dose metformin 
-glyburide (500 mg/2.5 mg) formulation but with reduced incidence of side 



effects . 
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AB 



A controlled release ant i hyperglycemic tablet that does not 

contain an expanding polymer comprises a core contg. the antihyperglycemic 

drug, a semipermeable membrane coating the core and at least one 

passageway in the membrane. A core was prepd. contg. metformin 

-HCL 90.54, Povidone 4.38, Na3P04 4.58, and Mg stearate 0.5% and a 

sustained release coting comprised cellulose acetate 85, 

triacetin 5, and PEG 400 10%. 
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AB An antidiabetic pharmaceutical formulation is provided, esp. adapted for 
treating Type II diabetes, which includes a combination of 
metformin and glipizide in a manner to control moisture in the 
formulation so that the glipizide does not hydrolyze, yet the 
metformin is compressible, if necessary. Excipients that are used 
in the formulations are microcryst. cellulose, Povidone, 
Croscarmellose sodium, Mg stearate, and HPMC. 
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AB The present invention provides a timed pulse release compn. comprising: 
(a) a core compn. comprising a therapeutically active agent, a swelling 
agent, and optionally water sol. compd. (s) for inducing osmosis, and (b) a 
coat compn. comprising one or more film forming polymers. Upon imbibing 
fluid from the surrounding, the core swells, and the coat ruptures to 
release in a pulse the therapeutically active agent in a reliable manner 
at about a predetd. time; the reliable manner of rupture comprises 
rupturing of 36 tablets out of a total of 36 tablets 
at about the predetd. time when tested by subjecting the tablets 
to USP dissoln. test using an aq. media at 37. degree., in a USP Type I or 
Type II app. at about 50-100 rpm. For example, a timed pulse release 
tablet was prepd. contg. (as core) metformin 

hydrochloride 500.0 mg, AcDiSol 50.0 mg, corn starch (10% starch paste) 

17.0 mg, microcryst. cellulose 13.5 mg, colloidal silica 13.5 

mg, and magnesium stearate 6.0 mg, and (as a coat) Et cellulose 

40.7 mg, and hydroxypropyl Me cellulose 16.3 mg. 

Tablets released the metformin as a pulse after the 

rupture of the coat at a predetd. time (about 1-1.3 h) . 
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A directly compressible multifunctional adjuvant contg. lactose, 
polyvinylpyrrolidone, and croscarmellose sodium was prepd. by 
using a simple solvent-free method. The flowability and compressibility 
of the agglomerates obtained were significantly superior to those of 
lactose monohydrate. The agglomerates exhibited good diln. potential and 
were sensitive to high humidity. Tablets prepd. by using herbal 
drugs (Glycyrrhiza and turmeric) and synthetic drugs such as 
metf ormin-HCl and acetaminophen were satisfactory. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical safety dosage forms are provided which include a 

pharmaceutical and an antagonist to the pharmaceutical. The safety 
dosage forms are such that the antagonist has no significant 
bioavailability when the pharmaceutical safety dosage form is 
administered as intended. However, the antagonist is released and 
becomes bioavailable if the dosage form is disrupted. Methods of 
administering pharmaceuticals by providing pharmaceutical safety dosage 
forms are also provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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WO 2000-FR2223 W 20000802 
The invention concerns a floating pharmaceutical compn. consisting of at 
least a first phase comprising at least a high dose active principle 
combined with one or several carriers and at least a second phase 
comprising at least a gas -generating system. The invention also concerns 
tablets comprising such a pharmaceutical compn. and a method for 
prepg. such tablets. A programmed- release tablet 
contained metformin hydrochloride 51.33, Carbopol-974 3.02, 
hydroxypropyl cellulose 4.53, magnesium stearate 0.06% in the 
active layer; and hydroxypropyl methyl cellulose 24.64, 
monosodium citrate 7.23 in the non-active layer. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L19 ANSWER 69 OF 256 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



USPATFULL on STN 
2003 : 201447 USPATFULL 

Combinations comprising dipeptidylpeptidase-iv 
inhibitor 

Balkan, Bork, Madison, CT, UNITED STATES 
Hughes, Thomas Edward, Somerville, NJ, UNITED STATES 
Holmes, David Grenville, Binningen, SWITZERLAND 
Villhauer, Edwin Bernard, Morristown, NJ, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2003139434 Al 
US 2002-181169 Al 
WO 2001-EP590 



20030724 
20021010 (10) 
20010119 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 2000-9489234 20000121 
US 2000-9619262 20000719 
Utility 
APPLICATION 

THOMAS HOXIE, NOVARTIS, PATENT AND TRADEMARK 
DEPARTMENT, ONE HEALTH PLAZA 43 0/2, EAST HANOVER, NJ, 
07936-1080 
16 
1 

1581 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a combination which comprises a DPP-IV 

inhibitor and at least one further antidiabetic compound, preferably 
selected from the group consisting of insulin signalling pathway 
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FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



modulators, like inhibitors of protein tyrosine phosphatases (PTPases) , 
non-small molecule mimetic compounds and inhibitors of 
glutamine-f ructose-6-phosphate amidotransf erase (GFAT) , compounds 
influencing a dysregulated hepatic glucose production, like inhibitors 
of glucose-6-phosphatase (G6Pase) , inhibitors of f ructose-1, 6- 
bisphosphatase (F-l, 6-BPase) , inhibitors of glycogen phosphorylase (GP) , 
glucagon receptor antagonists and inhibitors of phosphoenolpyruvate 
carboxykinase (PEPCK) , pyruvate dehydrogenase kinase (PDHK) inhibitors, 
insulin sensitivity enhancers, insulin secretion enhancers, 
.alpha. -glucosidase inhibitors, inhibitors of gastric emptying, insulin, 
and .alpha. .sub. 2 -adrenergic antagonists, for simultaneous, separate or 
sequential use in the prevention, delay of progression or treatment of 
conditions mediated by dipeptidylpeptidase-IV (DPP-IV) , in particular 
diabetes, more especially type 2 diabetes mellitus, conditions of 
impaired glucose tolerance (IGT) , conditions of impaired fasting plasma 
glucose, metabolic acidosis, ketosis, arthritis, obesity and 
osteoporosis; and the use of such combination for the cosmetic treatment 
of a mammal in order to effect a cosmetically beneficial loss of body 
weight . 
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The water-sol. but poor-compressible drug metformin-HCl and the 
poor water-sol. but good-compressible drug ofloxacin were chosen as model 
drugs for test. The formulations were designed and evaluated using 
super-disintegrants (crosslinking PVP, crosslinking CMC-Na, L-HPC and 
CMS-Na) , new binder PVP, and new filler microcryst. cellulose. 
The quality criteria such as granular property, compressibility, 
disintegration time and dissoln. for various formulations indicated that 
these new excipients could be used satisfactorily in fast-release 
tablets formulation. 
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An oral formulation comprising a biguanide and an organic acid has less 
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AB This invention relates to a controlled-release combination drug product 

comprising troglitazone, e.g. its hydrochloride, and a biguamide, e.g. 
metformin. In particular, the product comprises a core of 
metformin, at least a portion thereof has a layer or coat 
thereon of troglitazone. 
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AB A method is disclosed for manufg. a pharmaceutical tablet for 

oral administration, the tablet combining both immediate-release 
and prolonged-release modes of drug delivery and using an 
immediate-release drug that is either insol. in water or only sparingly 
sol. and is present in a very small amt . compared to the prolonged-release 
drug. The method involves the use of particles of the immediate -release 
drug that are equal to or less than 10 .mu. in diam. , applied as a layer 
or coating over a core of the prolonged-release drug, the layer 
or coating being either the drug particles themselves, applied 
as an aq. suspension, or a solid mixt . contg. the drug in admixt . 
material that disintegrates rapidly in gastric fluid. The result 
cases is a high degree of uniformity in the proportions of the 
immediate-release and prolonged-release drugs, uniformity that is 
otherwise difficult to achieve in view of the insoly. of the 
immediate-release drug and its relatively small amt. compared to 
prolonged-released drug. Tablets contg. metf ormin-HCl 
and glimepiride were prepd. contg. HPMC and PEG, using Polysorbate 80 
solns . 
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AB Neurotrophic pharmaceuticals contain a neurol . active quantity of N, N- 
dimethylbiguanide p-chlorophenoxyacetate (I) . ' Effervescent 
tablets contained I 1500, corn starch 24, wheat starch 36, lactose 
375, NaHC03 12.6, tartaric acid 11.25, hydroxypropyl cellulose 
18, Povidone C15 12, and a sugar glaze 120 mg. I was as effective as 
Isaxonine in regeneration of nerve fibers in rats, whereas N,N- 
dimethylbiguanide-HCl was ineffective. 
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AB This invention relates to a controlled release combination drug product 

comprising troglitazone , e.g. its hydrochloride, and a biguamide, e.g. 
metformin. In particular, the product comprises a core of 
metformin, at least a portion thereof has a layer or coat 
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AB This invention relates to a modulating formulation comprising 

pioglitazone hydrochloride and a biguamide, e.g. metformin. In 
particular, the product comprises a core of the biguamide, e.g. 
metformin, at least a portion thereof has a layer or coat 
thereon of pioglitazone. 
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AB This invention relates to a modulating formulation comprising 

pioglitazone hydrochloride and a biguamide, e.g. metformin. In 
particular, the product comprises a core of the biguamide, e.g. 
metformin, at least a portion thereof has a layer or coat 
thereon of pioglitazone. PATENT ( 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L19 ANSWER 78 OF 256 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



USPATFULL on STN 
2001:29618 USPATFULL 

Use of metformin to counteract weight gain 
associated with valproate and other psychotropic 
medications 

Cottingham, Elizabeth Marie, 300 Warren Ave., 
Cincinnati, OH, United States 45219 

Morrison, John Ainslie, 3740 Clifton Ave., Cincinnati, 
OH, United States 45220 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 6194466 

US 1999-416330 



KIND 



DATE 



Bl 20010227 

19991012' (9) 



NUMBER 



DATE 



PRIORITY INFORMATION: US 1998-104394P 
DOCUMENT TYPE: Utility 



19981015 (60) 



FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



Granted 

Criares, Theodore J. 
Kim, J. 

Frost Brown Todd LLC 

10 

1 

224 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for minimizing the weight gain side effect associated with 
Valproate treatment is disclosed. In this method, Metformin, a 
biguanide compound, is concurrently administered to a patient taking the 
Valproate therapy. A pharmaceutical composition containing the 
combination of Valproate and Metformin is also disclosed. 
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AB The invention concerns an oral galenic form for prolonged release of 
ant i -hyperglycemic (metformin) active principles. Said medicine 
enables to obtain an efficient therapeutic protection over 24 h by 
overcoming the problems of bypass of the absorption window and the massive 
localized release of active principles. Therefor, said medicine comprises 
several thousand anti- hyperglycemic (metformin) microcapsules 
each consisting of a core comprising at least an anti- hyperglycemic agent 
and of a coating film applied on the core and enabling the 
prolonged release in vivo of the anti- hyperglycemic agent. Said 
microcapsules have a grain size distribution ranging between 50 and 100 
.mu. . The reproducibility of the transit kinetics and hence of 
bioavailability are very high. There results for the patient a lesser 
risk of hyperglycemic or hypoglycemic. The invention also concerns the 
prepn. of said medicine and the use of a plurality of said microcapsules 
for making an anti- hyperglycemic medicine. The invention is applicable 
to the treatment of type II diabetes. A soln. of 159.5 g stearic acid and 
159.5 g Et cellulose in 2870 g isopropanol at 50. degree, was 
sprayed on 700 g of metformin hydrochloride crystals (av. diam. 
100-200 .mu.m) . The dissoln. rate of the granules thus obtained was 97.1% 
after 20 min. 



L19 ANSWER 81 OF 256 US PAT FULL on STN 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT AS S IGNEE ( S ) : 



2001:152504 US PAT FULL 

Pharmaceutical compositions of vanadium biguanide 
complexes and their use 
Orvig, Chris, Vancover, Canada 
McNeill, John H., Vancouver, Canada 

The University of British Columbia, Vancouver, Canada 
(non-U. S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO.: 



NUMBER 



US 6287586 

US 1999-396982 



KIND 



DATE 



Bl 20010911 

19990915 (9) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 



US 1998-101074P 19980918 (60) 

Utility 

GRANTED 

Webman, Edward J. 
Nguyen, Helen 

Sherwood, Pamela J.Bozicevic, Field & Francis LLP 

10 

1 

1 Drawing Figure (s); 1 Drawing Page(s) 



LINE COUNT: 7 98 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical compositions of vanadium biguanide complexes, and methods 

of use, are provided for the treatment of hyperglycemia and related 
disorders, e.g. hypertension, obesity, and lipid disturbances. The 
pharmaceutically active complexes of the invention comprise a biguanide 
chelant, preferably a 1- substituted biguanide chelant, capable of 
chelating vanadium to form a six-membered unsaturated 
vanadium-containing ring. The vanadium of the complex is coordinated 
with oxygen, sulphur or nitrogen, particularly oxygen coordinated. The 
complexes are formulated with a physiologically acceptable carrier. In a 
preferred embodiment, the complexes are formulated for oral 
administration . 
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AB The blood sugar level of hyperglycemic animals can be reduced through 

administration of an N.sup.l -phenylbiguanide which is substituted in 
the N.sup.5 -position by the group CH.sub.2 R.sup.2 in which R.sup.2 is 
hydrogen, alkyl of 1 to 7 carbon atoms, alkoxyalkyl of 2 to 5 carbon 
atoms, cyclohexyl or vinyl, and optionally substituted by one or two 
groups in the phenyl ring. Solid, orally administered pharmaceutical 
compositions are also described. A typical embodiment is the use of 
N.sup.l - (4 -chlorophenyl) -N. sup . 5 - (n-propyl) biguanide hydrochloride 
which can be administered in a tablet, capsule or 
dragee . 
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The present invention provides novel compositions and methods for 
lowering blood glucose levels, as well as manufacture processes for 
producing the compositions. Specifically, the present invention provides 
novel compositions that are extracts of the plant Prunella Linn and/or 
Rabdosis (Blume) Hasskarl containing enriched corosolic acid. Methods of 
isolating corosolic acid at high purity from these plants are also 
provided. These extracts and the purified corosolic acid can be used for 
lowering blood sugar levels and reducing accumulation of triglyeride in 
the treatment of diabetes, obesity and related conditions. 
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AB A method for the treatment and/or prophylaxis of diabetes mellitus, 

conditions associated with diabetes mellitus and certain complications 
thereof, in a mammal which method comprises administering an effective 
non-toxic and pharmaceutically acceptable amount of an insulin 
sensitiser and a biguanidine antihyperglycaemic agent, to a mammal in 
need thereof and a pharmaceutical composition comprising an insulin 
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effective amount. Non-limiting examples of pharmaceutical compounds 
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The present invention relates to an orally administrable galenic form 
allowing improved absorption by the transmembrane or paracellular route in 
the gastrointestinal tract of active ingredients which are hydrophilic or 
ionizable in physiol. media, comprising at least one such active 
ingredient, an absorption-promoting agent having an HLB >8, the the 
absorption-promoting agent consisting of one or more lipid substances 
chosen from: polysorbates ; polyoxy ethylene ethers; esters of 
polyoxyethylene and fatty acids; fatty acids; fatty ales.; bile acids and 
their salts with pharmaceutically acceptable cations; esters of C1-C6 
alkanol with fatty acids; esters of polyol with fatty acids, the polyol 
comprising from 2 to 6 hydroxyl functional groups; and polyglycolyzed 
glycerides; in combination with one or more pharmaceutically acceptable 
excipients, the pharmaceutical forms comprising captopril being excluded. 
A controlled-release tablet contained (1) cores contg. calcium 
acamprosate 50, Gelucire 44/14 10, Compritol 10, microcryst. 
cellulose 19, Povidone 10, and Mg stearate 1 % and (2) a film- 
coating compn. contg. HPMC 64, PEG-4000 15, and talc 21 %. 
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AB The present invention provides a reverse-micellar delivery system for 

enhanced absorption of an agent of interest across biol. membranes such as 
the gastro-intestinal tract of mammals. The reverse-micelles comprise at 
least one ionic amphipathic compd., and at least one polar active agent 
ionizable in aq. or physiol. media. The delivery system facilitates 
transportation of the agent across the gastro-intestinal tract or other 
membranes and enhances the in-vivo release and availability of the 
agent (s) of interest within a fluid environment. An extended release 
tablet contained metf ormin-HCl 69, cetyl ale. 18, Na 
lauryl sulfate 10, Et cellulose 2, and Mg stearate 1%/ 
tablet. 
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A controlled release formulation of lipoic acid is disclosed. The lipoic 
acid is combined with excipient materials in such a way that those 
materials protect the lipoic acid from chem. degrdn. in the 
gastrointestinal tract and provide for gradual release of the lipoic acid. 
These combined features make it possible to use lipoic acid to reduce 
serum glucose levels and maintain those levels over time thereby obtaining 
a range of desired results. A sustained-release tablet 

contained racemic . alpha . -lipoic acid coated particles 81, Methocel K100 
10, microcryst. cellulose 5, stearic acid 3, micronized silica 
0.5, and magnesium stearate 0.5%. Efficacy of the formulation in lowering 
blood glucose level of patients is reported. 
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This invention provides methods of using a pharmacological combination 



of a biguanide agents, such as metformin, and one or more 
PTPase inhibiting agents and, optionally, one or more sulf onlylurea 
agents, including glyburide, glyburide, glipizide, glimepiride, 
chlorpropamide, tolbutamide, or tolazamide, for treatment in a mammal of 
Syndrome X, type II diabetes or metabolic disorders mediated by insulin 



resistance or hyperglycemia. Further included in this invention is a 
method of modulating blood glucose levels in a mammal utilizing the 
combination of one or more PTPase inhibiting agents and one or more 
sulfonylurea agents. 
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useful as inhibitors of glycogen phosphorylase, methods of treating 
glycogen phosphorylase dependent diseases or conditions with such 
compounds and pharmaceutical compositions comprising such compounds. 
This invention also relates to pharmaceutical compositions comprising 
those 5-acyl-2-oxo-indole-3-carboxamides in combination with 
antidiabetes agents and methods of treating glycogen phosphorylase 
dependent diseases or conditions with such compositions. 
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AB Combination therapy comprising RXR modulators and glucose reabsorption 

inhibitors useful for the treatment of diabetes and Syndrome X are 
disclosed. 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L19 ANSWER 97 OF 256 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



US PAT FULL on STN 
2003 : 65429 US PAT FULL 

Combination therapy comprising glucose reabsorption 
inhibitors and PPAR modulators 

Bussolari, Jacqueline C, Skillman, NJ, UNITED STATES 
Chen, Xiaoli, Belle Mead, NJ, UNITED STATES 
Conway, Bruce R., Doylestown, PA, UNITED STATES 
Demarest, Keith T., Flemington, NJ, UNITED STATES 
Ross, Hamish N.M., Far Hills, NJ, UNITED STATES 
Severino, Rafael, Madrid, SPAIN 



PATENT INFORMATION: 
APPLICATION INFO . : 



NUMBER 



KIND 



DATE 



US 2003045553 Al 20030306 

US 2002-115827 Al 20020403 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



20010404 (60) 



US 2001-281429P 
Utility 
APPLICATION 

AUDLEY A. CIAMPORCERO JR., JOHNSON & JOHNSON, ONE 
JOHNSON & JOHNSON PLAZA, NEW BRUNSWICK, NJ, 08933-7003 
67 
1 

7 Drawing Page(s) 
2106 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Combination therapy comprising PPAR modulators and glucose reabsorption 

inhibitors useful for the treatment of diabetes and Syndrome X are 
disclosed. 
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AB Drugs that are freely or highly sol. in water are formulated as unit 

dosage forms by incorporating them into polymeric matrixes comprised of 
high mol. wt. hydrophilic polymers that swell upon imbibition of water. 
The dosage form can be a single compressed tablets, or two or 
three compressed tablets retained in a single gelatin 
capsule. The oral formulation is designed for gastric retention 
and controlled delivery of an incorporated drug into the gastric cavity, 
and thus administered, the drug is released from the matrix into the 
gastric fluid by soln. diffusion. The swollen polymeric matrix, having 
achieved sufficient size, remains in the gastric cavity for several hours 
if administered while the patient is in the fed mode, and remains intact 
long enough for substantially all of the drug to be released before 
substantial erosion of the matrix occurs. The swelling matrix lowers the 
accessibility of the gastric fluid to the drug and thereby limits the drug 
release rate. This process, together with diffusion retardation by 
selection of specific polymers, polymer mol. wts . , and other variables, 
results in a sustained and controlled delivery rate of the drug to the 
gastric environment. Controlled-release behavior of metformin 
-HC1 from a polyethylene oxide matrix was demonstrated. 
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AB Erodible, gastric-retentive dosage forms are provided that are formulated 
using the in vitro drug release profile obtained with USP disintegration 
test equipment rather the USP Dissoln. App. The invention is premised on 
the discovery that the USP disintegration test and modified versions 
thereof are far more predictive of the in vivo release profile for a 
controlled release dosage form than is the std. USP disintegration test, 
particularly controlled release dosage forms of the swellable, erodible 
type. The dosage forms generally comprise particles of a biocompatible, 
hydrophilic polymer having the active agent incorporated therein, wherein 
the particles are optionally but preferably compacted into a 
tablet or loaded into a capsule. The dosage forms can 
be used to deliver water-insol. or sparingly sol. drugs as well as 
water-sol. drugs, providing that the latter are coated with a protective 
coating or contained in a protective vesicle. Tablet 
contained BaS04 21.35, Polyox N-60K 20.02, and Polyox N-80 58.13%. 
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Food composition in the form of a flour comprising at least 
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50% Of 



protein, less than 15% of carbohydrates and 35 to 50% of plant fibers; 
preferably the carbohydrate content is less than 10%, advantageously 
less than 5%; this composition may be used as a substitute for wheat 
flour in the preparation of foods such as pasta, bread, bread sticks, 
bakery products and pastries and constitutes the basis of a method for 
improving the appearance of a person by achieving a loss of weight which 
is beneficial from the aesthetic point of view. 
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